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CEREBRAL HEMORRHAGE IN HEMOPHILIA
CASE REPORT WITH NECROPSY FINDINGS*
PHILIP F. MARK
Intracranial hemorrhage in hemophilia is an unusual manifesta-
tion of the disease. The cases hitherto reported have been those of
subarachnoid rather than of intracerebral hemorrhage. Indeed,
Gunther,2 writing in 1935, stated that no substantiated instance of
cerebral hemorrhage in a hemophiliac had been detailed up to that
date. Von Limbeck,5 however, is credited with the description of
such a case. Hemophilia in a child, with effusion of blood into the
ventricles, was reported by Traneus,4 but a negative family history
and absence of previous hemorrhagic episodes were specifically men-
tioned. This patient was cited in the comprehensive review of
Bulloch and Fildes' but no other instance of cerebral hemorrhage
substantiated by necropsy was included. Rosenthal3 stated that he
observed one case of fatal cerebral hemorrhage, but gave no details.
The present communication is made because of the unequivocal
evidence of hemophilia in a patient who died as the result of a mas-
sive cerebral hemorrhage.
Case Report
History: The patient, a 6-year-old white male, came from a family with
a history of "bleeders" on the maternal side. There are four siblings, two
female, 11 and 9 years of age, and two male, 13 and 3 years of age. The
brother, age 3, is a known hemophiliac, has had two admissions to the New
Haven Hospital for multiple intramuscular hemorrhages and a hemarthrosis
of the left ankle. The other siblings are free of hemorrhagic tendencies. The
mother of the patient has always bruised easily and menstruated profusely.t
A brother of the mother bled to death at the age of 14 months from a small
laceration of the tongue. The son of the mother's half-sister was a consistent
bleeder and died of "internal hemorrhage" following an operation for appen-
dicitis at the age of 17 years. A cousin of the mother is said to have died
of "hemophilia." Other male members farther back on the maternal side
are said to have been "bleeders," but information regarding them is vague.
* From the Laboratory of Pathology, Yale University School of Medicine, New
Haven, Connecticut.
t Blood studies on the mother showed normal bleeding time, clotting time, and
platelets. A Rumpel-Leede test for capillary fragility was negative.YALE JOURNAL OF BIOLOGY AND MEDICINE
The patient had had 35 previous admissions to the New Haven Hospital
for various manifestations of hemophilia. Unusual bleeding first appeared
nine days after birth when the umbilical stump began to ooze; this was
successfully controlled by local pressure. Following this and up until the
first hospital admission it was noted that bruising occurred readily with slight
trauma, but there were no actual episodes of hemorrhage.
The child first entered the New Haven Hospital on October 10, 1935, at
the age of 16 months because of a small laceration of the face which had
continued to bleed for 24 hours after having been sutured by the family
physician. A blood'dyscrasia was suspected but not verified at that time.
A diagnosis of hemophilia was made on the second admission on March 30,
1936, when the 21-month-old child was hospitalized because of bleeding of
one week's duration from a small laceration of the tongue.
Since that time there have been 34 admissions for complaints referable
to the hemorrhagic tendency and for blood transfusion. Transfusion proved
to be the only efficacious therapy, although the effect was transient. Multiple
subcutaneous and intramuscular hemorrhages were constant physical findings.
On several hospital admissions the following findings were ascertained:
June 23, 1938. Hemarthrosis of the left knee.
January 19, 1939. Tooth extraction. There was bleeding for 7 days
following this procedure in spite of blood transfusions before and after extrac-
tion as well as packing of the socket.
March 21, 1940. Tooth extraction. Bleeding for 4 days in spite of
similar precautionary measures.
July 24, 1940. Hemarthrosis of the left ankle.
Laboratory data for the many admissions may be summarized as follows:
Blood Kahn test, negative. Blood group, 0. Hemoglobin and red blood
cell count, often decreased as result of bleeding. White blood cell count and
differential essentially normal. Bleeding time (average of determinations on
10 recent admissions), 2 minutes. Clotting time of venous blood, tube method
(average of determinations of 10 recent admissions), 73 minutes. On three
occasions the clotting time was over 2 hours. Blood platelets (average of
three determinations), 566,000 per cubic millimeter. Rumpel-Leede test
of capillary fragility, negative.
On the last admission, the patient was brought to the hospital on the
evening of July 25, 1941, because of bleeding of 5 days' duration from the
socket of a recently lost deciduous lower incisor tooth. The child had also
complained of headache and nausea for 24 hours. It was said that he was
struck on the head with a baseball two days before admission.
Physical examination showed the temperature to be 990 F., pulse 70 per
minute, and respirations 20 per minute. The child appeared "washed out,"
chronically ill, and apathetic. A large ecchymosis was present over the
anterior surface of the right thigh, and there was a tender hematoma over
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the right sixth rib, anteriorly. The socket of the left lower central incisor
was oozing blood. The remainder of the general physical and neurplogical
examinations was negative. No note was made regarding evidence of injury
to the head. Routine laboratory examinations revealed the red blood cor-
puscles to be 4.04 million per cubic millimeter with a hemoglobin of 12 grams
per 100 cc. The white blood corpuscles were 9100 per cubic millimeter with
an essentially normal differential count. The clotting time of venous blood
by the tube method was 17 minutes and the bleeding time was 4 minutes.
The urine showed a 3+ acetone but was otherwise normal.
The patient was given a transfusion of 270 cc. of whole citrated blood
on the evening of admission. There was intermittent nausea and vomiting
on the next day. Bleeding from the tooth socket had ceased. A second
transfusion of 250 cc. of whole citrated blood was given.
At 10.50 P. M. of the second hospital day the child was found uncon-
scious in a tonic convulsion. Blood pressure was 100 systolic and 60 diastolic;
respirations were stertorous at a rate of 36 per minute. The right pupil was
dilated and there was venous distention in the fundi. The tendon reflexes
were present, active, and of greater response on the right than the left. There
were bilateral positive Babinski signs. Respirations dropped to 18 per minute
and became Cheyne-Stokes in character. Lumbar puncture revealed clear
spinal fluid under a pressure of 620 mm. of water. None was removed for
examination. The patient expired at 12:45 A. M.
Necropsy: A small hematoma of the scalp, 1 cm. in diameter, was found
in the right temporal region. The calvarium was not fractured and the dura
was in no way unusual. There was a discolored patch about 2 cm. in diameter
in the leptomeninges over the lateral aspect of the right frontal lobe. This
seemed to be in the nature of a hemorrhagic lesion and because of its firmness
it was obviously in the underlying brain tissue. The remainder of the lepto-
meninges contained no blood. The cerebral convolutions were tremendously
flattened and there was a large cerebellar pressure cone. The medial aspects
of both occipital lobes showed evidence of having herniated beneath the cere-
bellar tentorium. The herniated occipital lobes compressed the midbrain
bilaterally.
A large, freshly clotted mass of blood, 3.5 cm. in greatest diameter, lay
in the right frontal subcortex beneath the point of meningeal discoloration
(Fig. 1). The clot could be removed with ease and it left a cavity with
moderately smooth walls. There was no evidence of cerebral laceration or
petechiae, nor were there other lesions in the remainder of the brain. Micro-
scopic sections from the lesion in the brain presented the picture of acute
hemorrhage. No discrete bleeding point or ruptured vessel was discovered.
Other findings revealed by postmortem examination were hemorrhages
in the intercostal muscles, a retroperitoneal hematoma inferior to the right
kidney, and punctate hemorrhages in the visceral pleura and epicardium.
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There was a bilateral serosanguineous hydrothorax with 40 cc. in the right
pleural cavity and 160 cc. in the left. The left ankle joint was explored
but no gross or microscopic evidence of old hemorrhage was discovered.
Microscopic examination of all viscera and of the bone marrow was essentially
negative.
Summary
Intracranial hemorrhage in hemophilia is a rare complication of
the disease. An unequivocal case of hemophilia with death resulting
from intracerebral hemorrhage is presented with necropsy findings.
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Heniorrhage in the right fronital lobe.